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overexpression of said polypeptide(s) and a method for 
determining regression, progression or onset of a disease 
associated with overexpression of said polypeptide(s) , using 
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Idem as subject 1 but limited to each of the DNA sequences 
as in Seq. ID: 707, 709, 711 and 712 and corresponding 
polypeptides encoded thereby. 

Inventions 584-592: claims 1-117, all partially (1)' 

Inventions 584-592: Idem as subject 1 but limited to each of 
the DNA sequences as in Seq. ID: 799-815 (odd numbers), where 
invention 584 is limited to Seq. ID: 799 and corresponding 
polypeptides encoded thereby, invention 585 is limited to 
Seq.ID:801 and corresponding polypeptides encoded 

thereby, , and invention 592 is limited to 

Seq.ID:815 and corresponding polypeptides encoded thereby). 

For the sake of conciseness, the subject matter of the first 
invention is explicitly defined, the other subject matters 
are defined by analogy thereto. 

(1) In as far as the claims searched for a group of 
inventions refer to specific groups of sequences, only those 
claims which refer to the groups comprising the nucleic acid 
sequence of a particular invention, and/or its corresponding 
polypeptide sequence(s), form parts of that invention. 

Due to the fact that extensive sequence homologies were 
found between several groups of sequences during the 
additional searches, some of the sequences have been 
grouped, whereby each of these groups comprising two or more 
such homologous sequences is considered to be one invention. 

Claims searched during primary and additional searches- 
1-14,17-36,39-55,58-64,67-117, limited to: 
Invention 1, seq. ID. 1 

Invention 52, seq. ID. Ill, and 112 (transl.) 
Invention 61, seq. ID. 129, and 130 (transl.) 
Invention 71, seq. ID. 149, and 150 (transl.) 
Invention 72, seq. ID. 151, and 152 (transl.) 
Invention 116, seq. ID. 206 

Invention 120, seq. ID. 211 and 329; (related sequences) 
Invention 137, seq. ID. 228 
Invention 139, seq. ID. 330 
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I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Articfe 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 



Description, pages: 

1-88 

57a-57b* 



as originally filed 
as received on 



27/09/1999 with letter of 



27/09/1999 



Claims, No.: 

1,2,3 (part), 
9-117 

3 (part),4-8 



as originally filed 



as received on 



27/09/1999 with letter of 



27/09/1999 



Drawings, sheets: 

1/9-9/9 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. El This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

see separate sheet 

4. Additional observations, if necessary: 

see separate sheet 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 
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□ the entire international application. 
[3 claims Nos. 85-111. 

because: 

IS the said international application, or the said claims Nos. 85-1 1 1 relate to the following subject matter which 
does not require an international preliminary examination (specif}/): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements belov^ or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify: 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 
IV. Lack of unity of invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

IS neither restricted nor paid additional fees. 

2. □ This Authority found that the requirement of unity of invention is not complied and chose, according to Rule 

68.1 , not to invite the applicant to restrict or pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 

□ complied with. 

Kl not complied with for the following reasons: 



4. Consequently, the following parts of the international application were the subject of international preliminary 



see separate sheet 
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examination in establishing this report: 
□ all parts. 

the parts relating to claims Nos. 1-10, 12-14, 17-32, 34-36, 39-51 , 53-55, 58-60, 62-64, 67-1 17 all partially. 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Yes: 


Claims 


1-10, 12-14, 17-32, 34-36, 39-51, 53-55, 58-60, 62-64, 67-117 








(please see also separate sheet) 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-10, 12-14, 17-32, 34-36, 39-51, 53-55, 58-60, 62-64, 67-117 


Industrial applicability (IA) 


Yes: 


Claims 


1-10, 12-14, 17-32, 34-36, 39-51, 53-55, 58-60, 62-64, 67-84, 








112-117 




No: 


Claims 





2. Citations and explanations 
see separate sheet 



VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 



Form PCT/fPEA/409 (Boxes I- VIII, Sheet 3) (January 1994) 



INTERNATIONAL PRELIMINARY International application No. PCT/US98/1 4679 

EXAMINATION REPORT - SEPARATE SHEET 



Parti 

The pages designated in "Basis of the report" with 57a and 57b correspond to the 
pages submitted as 57/1 and 57/2 by the applicant. 

The sequence listings on pages 1-415 have been filed on the filing date of the 
application and are therefore considered to form part of the description (Rule 13ter.1(f) 
PCT). 

Pages 57/1 and 57/2 which contain Table 5 do not have a basis in the originally filed 
documents and therefore contravene Art. 34(2)(b) PCT. Hence, the results presented in 
Table 5 have not been taken into consideration for establishing this report. 

On the amended page of claims an obvious error in claim 3 has been corrected and 
hence the requirements of Art. 34(2)(b) are met. It should, however, be noticed that the 
format and pagination of the amended page of claims does not correspond to the 
original set of claims. 



Part III 

Claims 85-1 1 1 relate to subject-matter considered by this Authority to be covered by 
the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Art. 
34(4)(a)(i) PCT). 



Part IV 

The requirement of unity of invention is not complied with for the reasons set out in 
PCT/ISA forms 206 and 210. 

The applicant has chosen to proceed with Invention 563 and therefore, claims 1-10, 12- 
14, 17-32, 34-36, 39-51, 53-55, 58-60, 62-64, 67-1 17 insofar as they relate to SEQ ID 
NO: 681 (SEQ 681) have been examined (Art. 34(3)(c) PCT). 
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Part V 

a) Novelty and Inventive step 

None of the available prior art documents discloses SEQ ID NO:681 or close mutants 
thereof. Therefore, claims 1-10, 12-14, 17-32, 34-36, 39-51, 53-55, 58-60, 62-64, 67- 
117 insofar as they explicitly refer to SEQ 681, would appear to be novel. 
It should, however, be borne in mind that at present some claims explicitly relate to 
fragments of SEQ 681 which are in no way limited (see e.g. claim 2) or to agents 
capable of binding to SEQ 681 (see e.g. claim 1); as these features do not have a 
clear technical meaning, the novelty of these claims could be prejudiced by nucleic 
acids and peptides with quite different sequences. Therefore, no conclusive 
examination as to the novelty (Art. 33(2) PCT) of the claims is possible (See also Part 
VIII). 

Even claims restricted to the exact SEQ 681 and e.g. corresponding peptides would not 
appear to meet the requirements of the PCT with respect to inventive step (Art. 33(3) 
PCT) for the following reasons. SEQ 681 is a nucleic acid which has apparently been 
isolated from cancer total RNA by the SEREX approach. It is, however, not disclosed in 
the application which tissue was the source for the RNA extraction. In the SEREX 
approach, a cDNA library is constructed from fresh tumour specimens, packaged into 
lambda-phage vectors and expressed recombinantly in Escherichia coli. Recombinant 
proteins are transferred on to nitrocellulose membranes, and identified as antigens by 
their reactivity with high-titer IgG antibodies present in the patient's serum (autologous 
serum) detected using an enzyme-conjugated secondary antibody specific for human 
IgG. Positive clones are subcloned to monoclonality, and the nucleotide sequence of 
the inserted DNA is determined. This approach is known from the prior art (see e.g. D1: 
PNAS, 92, 1995, 11810-11813). The antigens found by this method can be tumour- 
specific, overexpressed in tumours or they can even be cancer-independent 
autoantigens. Therefore, confirmation of a found antigen as being tumour-specific must 
be done by further experiments. 

For SEQ 681, no properties at all are given in the description. Although the whole 
description states in very general terms that the found sequences are cancer-specific 
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there is not a single experiment given for SEQ 681 which could prove this property and 
rule out the possibility that SEQ 681 is any other autoantigen. It appears therefore, that 
SEQ 681 has been randomly selected out of a wealth of several hundred sequences 
identified by the applicant when applying a standard screening method. As it is not 
apparent whether SEQ 681 solves any technical problem, no inventive step can be 
acknowledged for any of the subject-matter examined. 

b) Industrial Applicability 



For the assessment of the present claims 85-1 1 1 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT contracting states. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound for 
the manufacture of a medicament for a new medical treatment. 



Part VII 

a) The expression "herein incorporated by reference" or equivalents thereof (see e.g. 
pages 5, 58 and 88) will have to be deleted in some cases when entering the 
national or regional phase (see e.g. the Guidelines for Examination in the EPO, C- 
II, 4.18) 

b) The reference to non-published patent applications (see e.g. pages 37 and 84) 
should be changed to published publication numbers throughout the application. 

c) Table 5 which is referred to in Example 6 (see page 57) of the description is 
missing, thereby leading to an inconsistency. It appears, however, that this 
inconsistency cannot be overcome without infringing Art. 34(2)(b) PCT (see also 
Part I). 
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Part VIII 

a) All claims examined are unclear as they include terms (NA group 1 , PP group 1 
etc.) which do not have an unambiguous meaning in the relevant art (Art. 6 PCT). 
Inclusion of the definitions for these groups given in the description (pages 13-16) 
would have remedied this defect; it appears that the definitions in the description 
are clear in scope as the fragments of the specific sequence to which the 
definitions relate are clearly limited by their function. 

However, several claims are additionally rendered unclear by explicitly relating to 
fragments which are not even functionally limited (see e.g. claim 2), Art. 6 PCT. 
This unclarity should have been overcome by deleting the unclear term. 

b) In the description of the present application it is not at all apparent from which 
cancer tissue the RNA leading to the detection of SEQ 681 has been extracted. 
Nevertheless, it appears that the information as to SEQ 681 given in the sequence 
listings is sufficient to put the skilled person into a position to perform the invention 
according to claims 1-84 and 112-117. The objection as to insufficient disclosure 
(Art. 5 PCT) is therefore dropped with regard to claims 1-84 and 112-117. 

However, an objection as to lack of support applies to the methods of treating a 
patient (claims 85-1 11) since no methods of treatment are disclosed at all ( Art. 6 
PCT). Moreover, as neither the function and properties nor the tissue specificity of 
SEQ 681 are known (the description merely gives general statements and does 
nowhere explicitly mention SEQ 681 or a single experiment with this sequence), it 
is doubtful whether treatment could be performed with this nucleic acid sequence 
or corresponding peptides. Moreover, even if it could be clearly proven that SEQ 
681 was a cancer restricted antigen, the success of treatment by protein 
vaccination (claims 85-89), provision of cytolytic T cells against the antigen 
(claims 90-92), DNA vaccination (claims 93- 98) would be fully speculative. 
Although it is not questioned that the principles of the above methods are known 
in the art it should nevertheless be noticed that these methods only work under 
carefully selected conditions and there is no standard procedure. 
For these reasons, the skilled person could not perform the invention according to 
claims 85-1 1 1 without undue burden, contrary to Art. 5 PCT. 
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